Rosiglitazone and Hepatic Failure
To the Editor: In this issue, Forman and colleagues (1) report on a patient who developed severe liver dysfunction while receiving rosiglitazone. Although we have not had the opportunity to review the manuscript of this case report in advance of publication, we would like to point out some important facts about the case. Our company was informed of this patient's clinical status at the time the events occurred. We immediately requested, and were able to obtain, entire medical records from both the community hospital where the patient initially presented and from the university hospital where the patient was transferred. These records were extensively reviewed by us and other physicians at SmithKline Beecham Pharmaceuticals and were also sent out to three highly respected hepatologists who have particular expertise in drug-induced liver disease: Neil Kaplowitz (Los Angeles, California), James Lewis (Washington, D.C.), and Paul Watkins (Chapel Hill, North Carolina). These hepatologists independently concluded that this patient's liver injury was probably the result of ischemia and not rosiglitazone.
Among the many observations that support this conclusion, it should be noted that the patient had significant valvular heart disease, chronic atrial fibrillation, congestive heart failure, and a history of vascular disease previously requiring coronary artery bypass graft surgery and endarterectomy. On admission to the community hospital, he was noted to have a junctional rhythm, and the admitting physician commented that the patient was "showing signs of peripheral hypoperfusion." The patient was admitted to the intensive care unit at this hospital, and an arterial line and Swann-Ganz catheter were inserted. The patient's course in the intensive care unit at the initial hospital was complicated by hypotension (blood pressure, 76/59 mm Hg, with a cardiac output of 3.24 L/min) and hypoxia (PO 2 , 48 mm Hg). In addition, the pattern and time course of biochemical abnormalities are characteristic of ischemic hepatitis, particularly the decrease in serum aspartate aminotransferase level from greater than 11 000 U/L to normal within 9 days. Such high and rapidly normalizing serum aminotransferase values are unusual for most cases of drug-induced liver disease and have not been characteristic of troglitazone (2) . Indeed, our consultants each stated that they would also believe that the liver injury was probably due to ischemia even if this patient had been receiving troglitazone.
In the rosiglitazone clinical trials program, the rate of liver chemistry abnormalities did not differ between patients receiving rosiglitazone and those receiving placebo. To date, rosiglitazone has been prescribed to more than 150 000 patients. Although we acknowledge the natural deficiencies of postmarketing reporting, the controlled clinical trials experience is thus far predictive of the rosiglitazone safety experience in the marketplace.
Cross-Cultural Primary Care
To the Editor: We commend Carrillo and colleagues for developing a curriculum addressing cultural issues in primary care (1) . The increasing diversity of patients in the United States necessitates formal teaching about cultural influences on medical practice.
However, we urge the authors to look beyond patients to health professionals as another source of cultural differences affecting patient care. Because nearly all receive western-oriented bioscientific training, health professionals practicing in U.S. hospitals and clinics may not perceive significant cultural differences among colleagues-even when those colleagues come from different ethnic groups or nationalities.
Yet such cultural differences certainly exist and can exert a powerful effect on patient care. In studying a western-style Kenyan mission hospital, we discovered that the Euroamerican and Kenyan health professionals there differed drastically over patient autonomy and used different approaches to manage conflicts between patients' wishes and welfare. The Euroamericans allowed competent adults to make potentially harmful decisions about their treatment, but the Kenyans did not (2) . Other authors have also documented cultural differences among health professionals concerning what is extraordinary care, what quality of life is worth living, what should be told to patients, and who should make decisions about treatment (3, 4) . These examples convince us that western-style medical education does not erase a health professional's core, culturally determined beliefs about health, illness, and proper relations between professionals and patients (5) .
With increasing cultural diversity among health professionals in the United States, cross-cultural conflicts affecting patient care are bound to arise among health professionals. Physicians must be able to recognize those conflicts and resolve them without harm to patients.
Henry S. Perkins, MD Helen P. Hazuda, PhD
The University of Texas Health Science Center at San Antonio San Antonio, TX 78284
To the Editor: Carrillo and colleagues' article (1) makes a valuable and significant contribution to patient care in crosscultural settings. However, we believe that the authors missed a crucial component of effective, patient-based approaches to crosscultural care, namely the patient's spiritual and religious perspective.
In our experience, the patient's religious worldviews inform virtually every aspect of the explanatory model the authors describe. Patients do make sense religiously of life experience, including illness: This perspective is often a crucial dimension of culture.
Religion is more than a stress management technique. No religion ignores the meaning of affliction, suffering, illness, and healing. Likewise, no physician should ignore or overlook the patient's religious or spiritual understanding of the world. Although these understandings may be familiar to patients, they remain unfamiliar to many physicians and social scientists. Hence, they are easily overlooked or deemed insignificant.
Rather than adding a new module called "understanding the patient's religious or spiritual context," we suggest integrating this perspective into each of the existing modules. The objective would be to illustrate how answers to each of the questions delineated may, from a patient's perspective, be deeply informed by his or her religious worldview.
In response: We appreciate and welcome these insightful comments. Cross-cultural medical education is attracting great interest while rapidly evolving. It is crucial to have open and ongoing dialogue on the content and approach to curricula that attempt to improve care to socioculturally diverse populations. We agree with Drs. Perkins and Hazuda on the importance of looking "beyond patients to health professionals." The brief description of our "basic concepts" module mentions that ". . .participants reflect on their own cultures and how these influence their personal perspectives on illness and health care." Although this is simply stated, we pay great attention to this issue through various exercises, including participant testimonials, case discussions, and the exploration of "biomedicine" as culture. Furthermore, our "core cultural issues" module emphasizes the importance of understanding both the patient's and provider's perspective on issues such as patient autonomy and the perceived role of the physician.
Drs. Plotnikoff and Barnes are correct to state that the patient's spiritual and religious perspective is a critical dimension of culture and an important component of cross-cultural care. We integrate this perspective into our entire curriculum, especially in our "meaning of the illness" module. Several of our case discussions deal with different religious perspectives, and the concept of illness as "God's will" frequently arises when participants present their own cases. In addition, the patient's religious and spiritual views are explored as part of their "social context," and we did not intend to minimize the importance of this facet of a patient's life and culture.
Alexander R. Green, MD Joseph R. Betancourt, MD, MPH J. Emilio Carrillo, MD, MPH New York Presbyterian Hospital-Weill Medical College of
Cornell University New York, NY 10021
Prostacyclin for Secondary Pulmonary Hypertension
To the Editor: We read with interest McLaughlin and colleague's report on the use of prostacyclin to treat secondary pulmonary hypertension (1) . Primary causes of precapillary pulmonary hypertension in their series included congenital heart disease, collagen vascular disease, sarcoidosis, distal thromboembolic disease, and portopulmonary hypertension. Sickle cell disease is also a cause of secondary pulmonary hypertension (2, 3) . During the cardiac catheterization diagnosis of pulmonary hypertension in four adult patients with sickle cell anemia, our cardiology colleague tested them for response to prostacyclin. The results are listed in the Table. In three of the four patients, prostacyclin decreased pulmonary vascular resistance, suggesting that pulmonary hypertension secondary to sickle cell disease may be responsive to this drug.
Karamjit Kaur, MD Bernice Brown, MD Fred Lombardo, PharmD Howard University College of Medicine Washington, DC 20059
In response: Mild pulmonary hypertension is not uncommon in the setting of sickle cell disease and may be present in up to two thirds of patients, along with left atrial and left ventricular dilatation. In fact, pulmonary hypertension may be related to elevated left-sided filling pressures or a high output state from anemia. Although Kaur and colleagues did not give the individual data for the four patients with sickle cell disease, such as the mean pulmonary artery pressure, pulmonary capillary wedge pressure, and cardiac output, we are given the pulmonary resistance. Of note, the pulmonary vascular resistance in these four patients is markedly lower than that in patients with other forms of secondary pulmonary hypertension, as reported in our study. The mean pulmonary vascular resistance in their case series is 3.13 units, while in our patients it was 14.4 units. It would be difficult to justify the use of such a complicated therapy as long-term prostacyclin infusion in patients with mild pulmonary vascular disease. Certainly, a better understanding of the mechanism of pulmonary vascular disease in the setting of sickle cell disease would aid in the treatment of this serious disorder.
Vallerie V. McLaughlin, MD Stuart Rich, MD
Rush Heart Institute Chicago, IL 60612
Cardiac Asystole and Bradycardia as a Manifestation of Left Temporal Lobe Complex Partial Seizure
To the Editor: In the fascinating report by Locatelli and colleagues (1), the authors conjecture a possible association between left temporal lobe epileptic activity and cardiac asystole or bradycardia. The authors cite their own experience with 3 patients, as well as a review of the literature constituting 10 reports on 14 patients, all of whom underwent simultaneous video electroencephalography-electrocardiography. I would submit, however, that the leap from cortical stimulation studies, in which a causeand-effect relation may be apparent, to a complex clinical situation with uncontrolled variables is hazardous. Sinus bradycardia and asystole, for example, are also observed relatively frequently in patients with obstructive sleep apnea (Figure) . In these patients, bradycardia and asystole are considered to be the consequences of airway obstruction and hypoxemia (2). Guilleminault and colleagues (3), for example, observed sinus pauses from 2.5 to 13 seconds in 11% of 400 patients with obstructive sleep apnea. Zwillich and associates (4) observed bradycardia during 95% of apneas; these bradycardiac episodes became more severe as apnea length and oxyhemoglobin desaturation increased. During a process as complex as a seizure, diverse physiologic effects may be anticipated. Without simultaneous respiratory monitoring to establish the presence of effective gas exchange during the seizure activity, one should be cautious in concluding a cause-and-effect relation between the seizure activity and the observed bradyarrhythmias. This distinction may be of more than academic interest. Locatelli and colleagues describe the use of cardiac pacemakers in the setting of sinus dysfunction or increased vagal tone. As discussed in a recent review (5), cardiac pacing may not be appropriate therapy in the setting of bradyarrhythmias secondary to airway obstruction and hypoxemia because maintaining heart rate increases myocardial oxygen demands at a time of decreased oxygen availability. 
Pollen Trapped in a Scuba Tank: A Potential Hazard for Allergic Divers
To the Editor: Although available data suggest that patients with asthma have no greater risk for airway obstruction during scuba diving than normal persons (1), we alert atopic patients to a potential hazard associated with the entrapping of submicronic or smaller micronic particles of pollen allergens (2) in scuba tanks. We have verified this risk in a young patient with wide scuba diving experience. The patient had grass-induced hay fever, 
Diagnostic findings revealed only borderline methacoline-induced airway hyperresponsiveness with a plateau effect, as is often observed in persons with hay fever (3). A double-blind diagnostic protocol was performed. An in vivo portion involved a bronchial challenge test and skin-prick test, and an in vitro portion involved an IgE enzyme allergosorbent test inhibition procedure (4) . This protocol sought to investigate the allergenic activity of the air from three differently charged scuba tanks.
A technician uninvolved in the study charged the tanks in the above-mentioned area during and after pollen season and in a dust-and exhaust-polluted closed area. A skin-prick test and enzyme allergosorbent test were performed with lyophilized extracts (4) of phosphate-buffered saline samples. The samples contained aerosols directly suspended in the phosphate-buffered saline liquid filter and aerosols collected and thawed in a jacketed condenser unit (Ϫ20°C) (5) . Only the air and air extracts of the tank series conducted during polen season induced a positive response in the bronchial challenge test or skin-prick test, respectively (Figure on bottom of page 166) . The enzyme allergosorbent test inhibition results paralleled those we obtained in vivo and showed that reactivity of reagents in the post-polon season series was related to grass allergen. We wish to warn atopic patients about this scuba diving-related risk and to recommend that tanks be filled in protected areas during pollen season.
Corrado Astarita, MD D. Gargano, MD P. Di Martino, MD
The Second University of Naples School of Medicine 80131 Naples, Italy
